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AB: A scalable method for the production of highly purified plasmid 
DNA in 

Escherichia coli is described, which method includes growing 
plasmid-containing cells to a 

high biomass in exponential growth and lysing the cells by raising the pH 
of the culture to 

a carefully controlled pH value in which chromosomal DNA is denatured 
but plasmid DNA is 

reversibly renatured. The method has been developed for the production 
of pharmaceutical 

grade DNA for use in in vivo and ex vivo gene therapy. 
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plasmid DNA in E coli strains. In the disclosed process, a slow growth 
rate of cells is 

controlled and maintained by an automated nutrient feed scheme based on 
dissolved oxygen 

concentration (DOC) and pH. This controlled slow growth rate promotes 
high plasmid DNA 

stability during host cell replication. As a result, high yield production of 
plasmid DNA is 

achieved. 
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AB: The invention relates to a method for producing plasmid DNA, 
comprising the steps 

of: (a) lysing cells containing the plasmid DNA to obtain a lysate; (b) 
treating the lysate 

by a means for removing insoluble material to obtain a solute; and (c) 
applying the solute 

to differential PEG precipitations and chromatography to purify the 
plasmid DNA. In other 

embodiments of the invention, the plasmid DNA is produced with GRAS 
reagents; the plasmid 

DNA is produced in the absence of enzymes; the plasmid DNA is 
produced in the absence of 

organic extractants; the plasmid DNA is produced in the absence of 
mutagens; the lysing, 

treating and applying steps are scalable to result in the large scale 
manufacture of the 

plasmid DNA; and the lysing, treating and applying steps result in the 
generation of 

pharmaceutical grade material. 
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AB: This invention relates to a fermentation process for high-yield 
production of 
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AB: A process is disclosed for the large scale isolation and 

purification of plasmid 

DNA from large scale microbial fermentations. All three forms of plasmid 

DNA; supercoil 

(form I), nicked or relaxed circle (form II), and linearized (form III), are 
individually 

isolatable using the disclosed process. Highly purified DNA suitable for 
inclusion in a 

pharmaceutical composition is provided by the disclosed process. 
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AB: A process is disclosed for the large scale isolation and 
purification of plasmid 

DNA from large scale microbial fermentations. All three forms of plasmid 

DNA; supercoil 

(form I), nicked or relaxed circle (form II), and linearized (form III), are 
individually 

isolatable using the disclosed process. Highly purified DNA suitable for 
inclusion in a 

pharmaceutical composition is provided by the disclosed process. 
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AB: The invention relates to a method for producing plasmid DNA, 

comprising the steps 

of: (a) lysing cells containing the plasmid DNA to obtain a lysate; (b) 

treating the lysate 

by a means for removing insoluble material to obtain a solute; and (c) 

applying the solute 

to differential PEG precipitations and chromatography to purify the 

plasmid DNA. In other 

embodiments of the invention, the plasmid DNA is produced with GRAS 

reagents; the plasmid 

DNA is produced in the absence of enzymes; the plasmid DNA is 

produced in the absence of 

organic extractants; the plasmid DNA is produced in the absence of 

mutagens; the lysing, 

treating and applying steps are scalable to result in the large scale 

manufacture of the 

plasmid DNA; and the lysing, treating and applying steps result tn the 

generation of 

pharmaceutical grade material. 



